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= (54) Titie: AQUEOUS LIQUID PREPARATION CONTAINING 2-AMINO-3-(4-BROMOBENZOYL)PHENYLACETIC ACID 

~ (54)«M(D««i: 2-Tsy-3-(4-:fp^^>*/-f ;u):7i-;uBK^r:&7Ktt?aSi 

^ (57) Abstract: An aqueous liquid preparaiion containing 2-amino-3-(4-bromobenzoyl)phenylacelic acid, its phannacologically ac- 
ceptable salt or a hydrate thereof together with an alkyi aryl polyether alcohol -type polymer such as tyloxapol or a polyethylene glycol 
^ fatty acid ester such as glycol monoslearate is stable and an antiseptic contained therein, if any, can exert a sufficient antiseptic effi- 
00 cacy over a long time. Therefore, the preparation is useful as an ophthalmic drop for treating palpebritis, conjunctivitis, scleritis and 
^ postoperative.inflammation. It is also useful as a nasal drop for treating allergic rhinitis and inflammatory rhinitis (chronic rhinitis, 
thickening rhinitis, nasal polyp, etc.). 
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m m m 

-)vmmtJix^jv^'^^ir:b7mm.mizm-r^o 

'A(D^ ( I ) : 




T^$n. 'fb^^:^>^2 3 - (4-:/D^^>y-r;!/) 7x-;i/@^i^ 

^S#:55^^e.nTVi§ (#WBS5 2-2 3 0 5 2^. ^f&US#tt4, 0 4 5, 

5 7 6-^)„ 2-T5y-3- (4-:/p^^>v-r;i/) 7xr:;n^^. 
/^^.-^BB^g^oj^^TUffiicft^nTVi^ (rftjfi©if^2 0 0 ij. 200 i^hk. 
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^^^SimVB^^h. 2 0 0 1¥5^11B. p. 2 7-2 9)o 

Vi§ (#f|:^2 6 8 3 6 7 6-^. ^JiS:US#|^4, 9 1 0, 2 2 5-#), 
*fc±f3£A^©^B^J^LT, #S1^^2 9 5 4 3 5 6-^ (^ili^US^fFS, 

603, 92 9#. 5. 653. 972^) izu. mmmmumizmm^m 
m-^m^-^nxif^^o mmmmum(Dm^thx2-7 5.^-3- (4-^ 
^fc. #fi^^2 95435 6-^ic^3:. mit^>ifjv=i-^Au. mnmrnm 

m\t. wmvTcmnm^miimi^^m^T^iz-otLx. mm-t^mti^^t>} 
\t^(DMm^mizffmx^^m.^rcit^tiiE><D:^mm^^mT^. mizmw^o 
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3L-}mm.^v < \t^<Dm^^mz^^'^^^m.-^tz.n-^n^(D7mm^^xs 
mmm^^^-r^7i^^WM^\z. mzm\L^y'^}vn-^j^fsiE(Dm4:m.r>. 
'^:='^i.mmf)mmnt\^xm^-^nx\^^m^\z. ^mmo^mmiKDHsrF 

^i^lccfeUT^^T. 2-T5y-3- (4-:;^n^^>v-r;P) 7a:x;n^ 
(1) 2-T5y-3- (4--:/n^^>i/-r;P) :7acX;i/B^^%b 

Mm^m\z^m'x^^m.^rc\t.^n6(D7m^t. r)v^}V7 u u x- 
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fOX^S-l 0 0©Mii:$^-r*>©Tfe§±IB (1) fB«(^7KttMJ, 
Tfe§±iB (1) ^rc\t (2) JClBm©zfctt?S^J> 

(4) ^ux5^k>i5fU3--;pfl&i»mxxT-;i'4'©iiti»m®^^lSdn 2~i 

8T^S±gB (1) SB^<D7jcttWJ. 

(5) >3^Ux5^i/>^un— ;i/flgJtemxXT-;i/7^^^y7.7^TU >^#Ux5^i/ 

>ifU3-;n?*§±iB (1) sfett (4) izm^oyKmmm. 

(1) ~ (3) (Di^^irtL-^^zmmcDTK^mMs 

(7) •^'jj:^uy^vn-Mmmi:j:.xy=')V(Dmm\tTmmmi!)^o. 0 2w 

/v^-e. ±mjglSJ&^0. lw/'v%©|gH)5^e,M*^$ns±IB (1), (2) 
(4) ©ViTn;0^tclE«fe©7K#»J. 

mm^m\zw^-v^:bm^rc\t^n^(D7i^mm0mm^to. oi~o. sw/ 
v%Tabs±iB (1) - (7) (Di^^Tnib^zmmoyKmmu 

(9) I^^^JibT:^>ft;^>if;i/nxr>A^^^T^±l3 (1) ~ (s) cdv^ 

(10) 2-Tay-3- (4-yn^^>\/<;i/) :7xx;n^^o^s^6«i 
{c8^^T#§li/&t:hhUe7i:,igT?^§j^lB (1) _ (9) cDVi>rn5&ilc|Blfe© 

(1 1) 7i<'14ra®pH;0^7~9©|gHF»3Trib^±fB (1) ~ (10) OVif 
(12) 7jc14?^^J(DpH/&t7. 5~8. 5CDSgHl^T?2bS±IB (11) tclBtfe 
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(1 3) Mmx^^^t^ (1) ~ (1 2) <D\,^mf)^izmmo)7mmMu 

(14) }^mm-rr^^±B (1) ~ (12) (D\,^^nf}^\zmm(D7mmm^ 

(15) 2-TB.y-3- (4-';ru^^>V-()V) 7xr:;^@^m:^^U'^7A • 

7j<fP«^. :fe«kt^5^D^U-2l?-;l/0. 0 1w/v%~0. 5 w/ v % ^^-g-Wt* 5 

(16) 2-TSy - 3- (4->^U^^>y-r;W >'x-;i/l^m^hU'>A • 
*5fOi|&. *5.fct>*ty7.T-TU>it5j?>Jx5"l/>i7'>Jn^;W0. 0 2w/v%~ 
0. Iw/'v^^Sr^WrS;^!®?^, 

(17) 2-T57-3- (4-:/D^^>y-r;W :7xr: ;^B^i?'bb<«-€■ 
(D^S^W /c«^n ©TKfati <&-^^-r § 7K# WJ n =^ 

(18) 2-T$y-3- (4-yD^^>y^;i/) :7a:-;i.B^i?%b<Jl^ 

:^mmz^n\t. 2-T5./-3- U-^U=E^>V-f}V) 7xX;^B^m 
m\z. ^a^'ii-^—jVtjiacDTJV^^JVy U U :r:-v=-}VTJV:2—)vm^U 
n-;Hitl5mxX7^;i/<£ia'&-r^Jli:t3<kD> 2-T5y-3- (4->^o^ 
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2^^§g(C:feViT, 2 -ray- 3- U-:fn^^>'M)V) y:si:=.}vmm. 
mzf^mx^^mt. m^\it. #MBS5 2-2 3 0 5 2# (*fi;S:US#fF4. 

0 4 5. 5 7 6^) tEWL(D:^fk^rc\t^nizmcrz:^m\z^^m'^mm'r^z. 

b < \t^(Dmm^m\zff^x'^^m.^rz\'i.^n^<DMum(D^^ 
m. (.mmmA) \t. mn. o. oiw/v%~o. 5w/y%mm> t3-^h<\t 

0. 0 5w/v%~0. 2w/v%@S, <Rp^c:^f^b<«0. iw/v%m&tv. 

mm B mmmt(Dmm\zf^-\^xmM.mmir^(Dtm^h^\ 

2^%BJtc*5ViT2-T5y-3- (4-y^n^^>'M)i') yj^-mm^ 

L < u^(Dmm^m\zmmx^^m.^rciit^n^(D7mm<Di^mmi^iyxm 
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-ry:/5^;i/*. sec t e r t v'i'D:^^^;!/ 

^>5=-;p»> -i'y^>^;ws, :^:r^>5^>lV». t e r t-^>5^;i/S. 
1 -x5^;i/yDt!;i/S. 4-pt5^;i/^>5^;p«, i, i >'p^5^;v:/5^;i'»s 2, 

^n^>5^;i/S> '\^>';i'S, v'^^ d^^5^;ws. ^t'^";!/*. -ry^y^ju 

:*-^:7 5^;«, <y:ti'^;vs^ yx;ps. -fyyx;)/*, ^y 

hUx->;w»x -ryhUxe^;v^. -Yy-T^h^^^s^ji/*. 
10 ^ij^xs^jps^ y^>i5'5^>';wa. ^^•y-T'^^jux. -ry'\^*y-5^'>;v». 

(D^i&W mpL\t^Vtif'^}V^. s e c 1- 

15 1, 5-vp^^;p^^i^;i/»> 1. 1, 3, z-^v^^^^)^:^^)^^^^) 
t;1/^;wt u u x-7^;|/t;w:3 -jm^j^ u ^-cdt >J a:x;i/ 

^*/{>W^bVio Tj^UX— T-;W7;i'3-;Vi:bTfi> (CHgCHgO) X 

20 H (^tt^oxjis-i 0 oo^ic^^t-o) -e^$n-5:^ux-5^;i'T;i/n-;w 
^SL.<}^XJ^5~3 o©M^T2fe'5^Ux-5^;i/r;V3-;K $&{;i»*b 
< «xj^ 8~ 1 0 co^ic-e^§4?ux-T-;WT;W3-;i/Tab^o 
ij -^-w^i^m-a-^t* 3 ~ 1 0 ©Sj&w* ui'^o 

25 ^^•r^^U^-^i^—)V (Tyloxapol) z&tijf {ci^^H^^o 
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C(CH,)3 



. C(CH3)3 



R=(CH2CH20)xH 
x=8-10 
m < 6 



1 2-1 8(0|gi»m)&W^LVio R^^fi^fb'&tyaibT^, 

:tl/-i'>i?#Ux5^W>:ifUn-;K >^-r v;^5^TU >m#Ux5^l/>if ij n 
— ;i/> >^^'^7U;H?3}?Ux5^l/>i:/Un-;K i^^^W ^-^^Ux^^i/^i^U 

-;P*W*L<. Xt-TU >^#U:^^'>;P4 0 (Polyoxyl 40 stearate) H)^ 

^7X7"TU>ifxx-T-;vT. C17H35C00 (CH2CH2O) „HTS$n. 

TRSO. 0 1w/v%@S. ±PIO. 5w/v%@|gT^§o fe<h^J^. 5^n^ 

D-^~-)v<D^^m (mmm.m) tiso. oi> o. o2^rc\to. osw/ 

v%M. ±ISO. 0 5. 0. 1. 0. 3^;fc«0. 5w/v%g^, 0^V< 
tiTPIO. 0 2w/v%^|£. ±PSO. 0 5w/v%@^Ta&-5. 
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m mmmm) }tmmr^it^m<Dmmf3i^\z^'oxmfsi^i!)^. trso. 02 

5 PSO. lw/v%iga!, ^*b<«TRSO. 0 2w/v%@^. ±PSO. 0 5w/ 

10 ±i5so. 5^ 1. 3mrc\t5mmw^&x^^o 

n^^Bi^b^J. M»^J^ J^mb^J. ^^imu ^u-hM. pHi^S^J. 
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We>tl^o =^^l/-b^Ji:LTl*, XT^h^t^hU^A^ ^JL^^-^hV^yA. 

mm^ifio. 8-1. 2nm\zu:bWimz.U'^\^. mmm-to. oi~2w/ 
V %m.m.. m^imn. o. i ~ i o w/ v xnmx^^o 

i^mm<Di^'mm<Ov>H\t. 15 6 -gigs. ^?^b<«^7~9@«^ 
0*b<«;^7. 5~8. 5@StCgiM^n§, 

^^§l©7jctt»J«. m^\t. kh. ^yh, •7>i7X^ •>tf-^^ 

:/^> -r^. \zmmt^:iti)'SX^^o 

^mmomm\^mAiz)^mr^m^\t. 101-2 ?iS^iB3~6 m.-^gsr 
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A-01 


A-02 


A-03 


2-75;-3- (4-7* dK >V' f) IxZ 


0.1 g 


0.1 g 


0.1 g 


0.1 g 


mmmk 












1.5 g 


1.5 g 


1.5 g 


1.5 g 




0. 005g 


0.005g 


0.005g 


0. 005g 


r'JVK-F80 


0.1 5g 








immi^' 40 




0. 15g 












0.15g 


0. 02g 




MM 




MM 


WM 


^» 


100 ml 


100 mL 


100 mL 


100 mL 


PH 


7.0 


7.0 


7.0 


7.0 


60*0-41? (%) 


51.3 


63.7 


73.8 


89.6 



m-^hm^fs^u^'^\z. pH7. 0^ eot:. 4®jccfev^T. '3^u^^-^—)v. 
Ts^tt u >m53^ u 0 , u v))/^- h 8 0 m^Mmmmx 2-7 

5 7-3- (4-:/n^^>v^-r;W :7a:-;i/im:^hU'^A«S^-e^o^Cc 
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^U^D-^—jlO. 0 2w/'v%E-&bfei!n,;^A-0 SO^^d^O. 1 5w/'v% 
S3'&L:tm:5-A-0 2.J;0'b2-75y-3- (4 -:;^n^^>V-r;W 7x 

m2^{c^T5M;&©2-T5/-3- (4-:/p^^>V'f;i/) ^'xn;!/ 
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m2m 







A-04 


A-05 


A-06 


A-07 


A-08 


2-7i;-3-(4-7* DK>y 


0.1 g 


0.1 g 


0.1 g 


0.1 g 


0.1 g 




















1.1 g 


1.1 g 


1.1 g 


1.1 g 


1.1 g 






1.1 g 


1.1 g 


1.1 g 


1.1 g 


1.1 g 




0. 005g 


0. 005g 


0. 005g 


0.005g 


0.005g 


*''J';m' 4 80 





















0.02 g 


0.05 g 


0.03 g 
















0.02 g 


0.05 g 


r 'Jk'-R' D>jr>(K-30) 


2.0 g 


2.0 g 


2.0 g 


2.0 g 


1.0 g 


If Ymnm 


0.02 g 


0.02 g 


0.02 g 


0.02 g 


0.02 g 




MS. 


MM 


MM. 




MM. 






MM. 


MM. 


MM. 


MM. 


MM 


±m 




100 mL 


lOOmL 


100 mL 


100 mL . 


100 mL 


PH 




8. 17 


8. 16 


8. 15 


8. 19 


8. 19 




(%) 


92.6 


90.9 


92.0 


93.4 


93.1 




pH 


8.15 


8.16 


8.15 


8.13 


8.14 



hV^A^i 0 o%tvrct^o:>. eor. 4mm(D2-TB.y~3- (4- 

^i}^t^^5iZ. pH^8. 2}C:feViT, 0. 02, 0. OSii^nO. 0 5w 
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/v%^U^1jr^-)V^rc\tO. 0 2. 0. 0 5w/v%X7^7U>m^U:^ 
^zyJV4 0^m'^Vrcm^A-0 4. A-OS. a- 0 6, A-0 7:feckrJtA 

-0 8«> eox:. 4iaT2-T$y-3- (4-:/p^^>\/-r;w 7x- 

SI^M3 2-T^y-3- (4->^P^^>l/-r;W 7xr:;H^m:M-U 

lli^M2 ©M:6^A- 0 4, A- 0 5:fe«fctKA- 0 7 i::oV>T> Stapbylococcu 
s aureus WCV^ S. aureus t.^^'t^o )% Escbericbia Coli (JE^T, E. col 
/ iB&fB"t"^o )x Pseudomonas aeruginosa (^T% i*. aertf<g'//?(>5a i:f5§|H't"§ 
o ), Candida albicans {)ik~V. C. albicans t.%^'t^^ )^^XS Aspergillus 
niger (OT, i4. niger tm^it^. ) tc:^i-'5B&Ji^:tr{C-:?#KMbfc, 
■^©5igm^^3-l^, B3-2^:feJ:tJfS3-3^(c:^t-. 



^3-1 







mm. (CFU/mL) 




A-04 






mm 






mm. 


mm 








6 nrm: 


24 BtK^ 


7 am 


14 


21 am 


28 


s. 


aureus 


2.1X10" 


3.0X10' 


0 


0 


0 


0 


0 


B. 


coli 


6.5X10' 


0 


0 


0 


0 


0 


0 


P. 


aeruginosa 


5.8X10' 


0 


0 


0 


0 


0 


0 


C. 


albicans 


3.2X10^ 






0 


0 


0 


0 


A. 


niger 


LSXIO** 






0 


0 


0 


0 
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m3-2 





mWi (CFU/mL) 


A-^05 




mm 


mm 


mm 


mm 


mm 


mm 








24 nmt 


7 0^ 


14 


21 


28 


S. aureus 


2.1X10" 


1.7X10" 


2.0X10' 


0 


0 


0 


0 


F. coli 


6.5X10' 


0 


0 


0 


0 


0 


0 


P. aeruginosa 


5.8X10" 


0 


0 


0 


0 


0 


0 


C. albicans 


3.2X10" 






0 


0 


0 


0 


A. niger 


1.8X10" 






0 


0 


0 


0 



^3-3^ 







mWi (CFU/mL) 




A-07 




mm 


mm 


mm 


mm 


mm 


mm 










24 


7 B^ 


14 am 


21 Bm 


28 B^ 


s. 


aureus 


2.7X10" 


3.1X10* 


0 


0 


0 


0 


0 


E. 


coli 


7.4X10" 


0 


0 


0 


0 


0 


0 


P. 


aeruginosa 


8.8X10" 


0 


0 


0 


0 


0 


0 


C. 


albicans 


4.6X10" 






0 


0 


0 


0 


A. 


niger 


1.0X10" 






0 


6 


0 


0 



5 ms-i^, ^z-2mi^^xsw.3-zm'^^m^ti'^u^v\z. m^A-o 

4:(DWMW}ti\tM.WM.Wi'^ (European Pharmacopoeia ; EP) <DEP-A^^ 
(criteria A). ^a.:;^A-0 b^i:XSA-Q 7 ©M^;fj}tE P -BS^ 
(criteria B) \zm^~^^^^ifit>ti^-of:io 
E P - A»2p:feJ:tJCE P - B^ip}tOT©i::fe DTa&§, 
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EP-AS^P; 

MM is. aureus, P. aeruginosa) g§®6^r^mtcl/l 0 0 

OT. 2 4mmwz 1/1 0 0 0 &rftr^Ki. 2 8 B^fc;^M*^*^m$n?^i:Vi 

mm (C. albicans, A. niger) (D^mm^. H^idl/l 0 OUT. 

EP-B«2p ; 

BM is. aureus. P. aeruginosa) <D^mW. 4^F^^tCl / 1 0 

OT, 7 B^fcl/1 0 0 OU^TiJ^D. }m\-i^7 B'^t.nv^}vti^'tnuy 

mm (C. albicans, A. niger) (D±mm^. i^Sl 4 B^JCl/1 Oii>^T, 

mmm i M.mm 

2-T5y-3- (4-:/P^^>l/-f;W y:r:ZL)Vmm'^hV^A' 3/2 
TKtl^ 0 . 1 g 

1. ig 

jfc':7# 1. ig 

mit^>-^}Vn-^A 0. 0 0 5 g 

^□^-y-Tj^— ;i/ 0. 0 2g 

5j^Ut:'-;i/tfDU F> (K-3 0) 2. Og 

Jiy'hmi-hV^A 0. 0 2g 

MM^MtK ^«100mL 



pH8. 17 
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0. 1 g 



1. Ig 

^^VP 1 . 1 g 

5 :^'fb^>1f;Pn-C7A 0. 0 0 5g 

^U^1)-:^-)V 0. 0 5g 

4^Ut:n;i/lfDU F> (K-3 0) 2. Og 

Xxhi^:^^U'>A 0. 0 2g 

10 mmmm7K i^aioomL 

pH8. 16 

2-75./ -3- (4-'fU^^>V^)V) 7xn;i/S^^:^bU'^A • 3/2 

15 mnm 0 . 1 g 

1 . 1 g 

^^vp 1 . 1 g 

li-fb^VlfJUn-i^A 0. 0 0 5 g 

X7=-yU>m#U:t4^>^;i/4 0 0. 0 2 g 

20 JJ^U h*— ;Hf DU H> (K- 3 0) 2. Og 

XT^h^rM-'J-^A 0. 0 2g 

M«)»M7K ^« 1 0 0 mL 



pH8. 1 9 



25 ijiiiw^^^^fflViT. '^m\z^y)mmt'r^. 
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im^^0k. mm^^0k. ^m^fs^a) <D^m\zmmx$>^o 

2N:tHI^«B*Tam$nfcJ|tl||2 0 0 3-1 2 4 2 7 ^mmiihX^y). ^ 

ir^xf)mm-^tirctmmmz:i^BMmmmzm.^ji,^n^h<Dx$,^o $?>jc. 
:^mm\t. mm<Dmmi5^xsmmm\zw\zBmvrciu^h. mmx^^^tu 

m^:^^x$>^<Dx. ±mo:>wc^\z^^x. ii^mm(D^<(D^^:i^^zs^mf}^'ps 
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^ ^ (Z> |g s 

X— 7^;PT;i'n-;wM3}^U v-$fett#u x5^w>t^u 3-;i/j|&i»mx;^ 
~ 1 0 D . T;i'^;i'©^^ii:5&^ i - 1 8 0 ^ T u -;Pd«:7 xx;p 

^4>ox« 5 ~ 1 0 0 osic^^T=b©Tafe^tt^©igffl 1 mm 

4. 2^?ux5^i/>i^u3-;i/iiejfe^x7.T-;i/4'®i^JttFm©^mit/&n 2~i 
8 T^§»^©|£H 1 famo7jci4?^^j. 
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Mm^mizfe^-v^^m^rc^t^ti^oTKmrnomm^t o . o i - o. 5 

10. 2-7$y-3- (4-yD^^>\/-i';i/) >'a:~;i/l^^©^3®^6^{c: 

1 1. 7K'ttMJ(DpH;{>^*7~9©||ffl|^Tfife^»^©|gHl-'l 0C5ViTn;^|i 
1 2. 7Ktt»JcOpH;6t7. 5~8. 5 O^fflf^Tafe^W^Oi^H 1 1 {CfB« 
1 3. ^BS?^-e2fe'5W^©ilffll~l 2©l.it°nj5^fciHi^®7j<14WJo 

15. 2-T$y-3- (4-yD^^>y'f;l<') 7a:r:;^IM:^^U'>A • 
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16. 2-757-3- (4-:/n^^>y-r;w) 7x-;H^ig:^hU'^A • 

~o. iwyv%^^mir^}^mmc 
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